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AMENDED CLAIMS 

[received by the International Bureau on 13 August 1998 (13.08.98); 
original claims 1-74 replaced by amended claims 1-74 (7 pages)] 

1 . A method of reducing an administered dosage of a first drug in the treatment of a disease 
which is known to produce an abnormality in at least one cytokine in a patient, 
comprising: 

identifying a monotherapeutic dosage of the first drug which is effective to treat the 
disease; 

identifying a second drug as one that exacerbates the abnormality when administered as a 
monotherapy within a dosage range; and 

administering a combination therapy comprising the first drug at less than the 
monotherapeutic dosage and the second drug outside the dosage range. 

2. The method of claim 1 wherein the disease comprises a chronic disease. 

3. The method of claim 1 wherein the disease comprises chronic viral disease. 

4. The method of claim 1 wherein the disease comprises insulin dependent diabetes. 

5. The method of claim 1 wherein the disease comprises allergy. 

6. The method of claim 1 wherein the disease comprises atopic dermatitis. 

7. The method of claim 1 wherein the disease comprises intracellular protozoan infection. 

8. The method of claim 1 wherein the disease comprises hyper IgE syndrome. 

9. The method of claim 1 wherein the disease comprises HIV. 

10. The method of claim 1 wherein the disease comprises graft versus host disease. 

1 1 . The method of claim 1 wherein the disease comprises Systemic Lupus Erythematosus. 

12. The method of claim 1 wherein the disease comprises a tumor. 
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13. The method of any of claims 1-12 wherein the abnormality comprises an abnormal 
increase in Thl activity. 

14. The method of any of claims 1-12 wherein the abnormality comprises an abnormal 
decrease in Thl activity. 

15. The method of any of claims 1-12 wherein the abnormality comprises an abnormal 
increase in Th2 activity. 

16. The method of any of claims 1-12 wherein the abnormality comprises an abnormal 
decrease in Th2 activity. 

17. The method of any of claims 1-12 wherein the second drug comprises a pharmaceutically 
acceptable form of a nucleoside. 

18. The method of any of claims 1-12 wherein the second drug comprises a pharmaceutically 
acceptable form of a D-nucleoside. 

19. The method of any of claims 1-12 wherein the second drug comprises a pharmaceutically 
acceptable form of an L-nucIeoside. 

20. The method of any of claims 1-12 wherein the second drug comprises a pharmaceutically 
acceptable form of Ribavirin. 

2 1 . The method of any of claims 1-12 wherein the second drug comprises a pharmaceutically 
acceptable form of an interferon. 

22. The method of any of claims 1-12 wherein the second drug comprises a nucleoside 
according to at least one of Formulas 1, 1A, IB, 1C, ID, IE or IF. 

23. The method of any of claims 1-12 wherein the second drug comprises a nucleoside 
according to at least one of Formulas 2, 3, 4 or 5. 
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24. A method of treating a disease in a patient, comprising: 

recognizing that the disease is associated with an increase in activity of a first 
lymphokine phenotype; 

recognizing that a particular pharmaceutical is capable of both increasing and decreasing 
a second lymphokine phenotype depending on the dosage; and 

administering the pharmaceutical to treat the disease at least in part by affecting the 
activity of the second lymphokine phenotype. 

25. The method of claim 24 wherein the disease comprises a chronic disease. 

26. The method of claim 24 wherein the disease comprises chronic viral disease. 

27. The method of claim 24 wherein the disease comprises insulin dependent diabetes 
mellitus. 

28. The method of claim 24 wherein the disease comprises allergy. 

29. The method of claim 24 wherein the disease comprises atopic dermatitis. 

30. The method of claim 24 wherein the disease comprises intracellular protozoan infection. 

3 1 . The method of claim 24 wherein the disease comprises hyper IgE syndrome. 

32. The method of claim 24 wherein the disease comprises HIV. 

33. The method of claim 24 wherein the disease ^comprises graft versus host disease. 

34. The method of claim 24 wherein the disease comprises Systemic Lupus Erythematosus. 

35. The method of claim 24 wherein the disease comprises a tumor. 

36. The method of any of claims 24 - 34 wherein the first phenotype is Th2 and the second 
phenotype isThl. 
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37. The method of claim 36 wherein the pharmaceutical comprises a pharmaceutical^ 
acceptable form of Ribavirin. 

38. The method of claim 36 wherein the pharmaceutical comprises a pharmaceutical^ 
acceptable form of an interferon. 

39. The method of any of claims 24 - 35 further comprising administering the 
pharmaceutical in a combination therapy with a therapeutic agent. 

40. The method of claim 39 wherein the therapeutic agent is selected from the list consisting 
of anti-viral agents, anti-fungal agents, bowel agents, anti-tumor agents, dermatologic 
agents, migraine preparations, steroids, immuno-suppresants and metabolic agents. 

41. The method of claim 39 wherein the pharmaceutical comprises a pharmaceutically 
acceptable form of Ribavirin or an Interferon. 

42. The method of claim 39 wherein the first phenotype is Th2 and the second phenotype is 
Thl. 

43. The method of any of claims 24-35 wherein the second drug comprises a nucleoside 
according to at least one of Formulas 1, 1 A, IB, 1C, ID, IE or IF. 

44. The method of any of claims 24-35 wherein the second drug comprises a nucleoside 
according to at least one of Formulas 2, 3, 4 or 5. 

45. The method of claim 39 wherein the second drug comprises a nucleoside according to at 
least one of Formulas 1, 1 A, IB, 1C, ID, IE or IF. 

46. The method of claim 39 wherein the second drug comprises a nucleoside according to at 
least one of Formulas 2, 3, 4 or 5. 
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A method of prophylactically treating a patient comprising: 

providing a pharmaceutical which suppresses Thl activity in the patient when 
administered above a given dosage level; and 

administering the pharmaceutical to the patient below the given dosage level. 

The method of claim 47 wherein the prophylaxis comprises preparing the patient for an 
organ transplant. 

The method of claim 47 wherein the prophylaxis comprises preparing the patient for a 
tissue transplant. 

The method of claim 47 wherein the prophylaxis comprises preparing the patient for 
expected contact with allergens. 

The method of any of claims 47 - 49 further comprises providing the pharmaceutical at a 
dosage which induces Th2 activity. 

The method of any of claims 47 - 49 wherein the pharmaceutical comprises a nucleoside 
according to at least one of Formulas 1, 1A, IB, 1C, ID, IE or IF. 

The method of any of claims 47 - 49 wherein the pharmaceutical comprises a nucleoside 
according to at least one of Formulas 2, 3, 4 or 5. 
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54. A method of treating a disease having an elevated or suppressed Thl or Thl response, 
comprising: 

identifying a compound and a dosage range for the compound as having efficacy in 

reducing the patient's GTP pool and thereby selectively reducing one of the Thl 
or Th2 response without significantly reducing the other response; and 

administering the nucleoside to the patient within the dosage range. 

55. The method of claim 54 wherein the disease comprises a chronic disease. 

56. The method of claim 54 wherein the disease comprises chronic viral disease. 

57. The method of claim 54 wherein the disease comprises insulin dependent diabetes 
mellitus. 

58. The method of claim 54 wherein the disease comprises allergy. 

59. The method of claim 54 wherein the disease comprises atopic dermatitis. 

60. The method of claim 54 wherein the disease comprises intracellular protozoan infection. 

6 1 . The method of claim 54 wherein the disease comprises hyper IgE syndrome. 

62. The method of claim 54 wherein the disease comprises HIV. 

63. The method of claim 54 wherein the disease comprises graft versus host disease. 

64. The method of claim 54 wherein the disease comprises Systemic Lupus Erythematosus. 

65. The method of claim 54 wherein the disease comprises a tumor. 

66. The method of any of claims 54 - 65 wherein the compound comprises a nucleoside 
according to at least one of Formulas 1, 1A, IB, 1C, ID, IE or IF. 

67. The method of any of claims 54 - 65 wherein the compound comprises a nucleoside 
according to at least one of Formulas 2, 3, 4 or 5. 
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68. A controlled release preparation for oral administration including a compound 
effective to selectively modulate Thl and Th2 responses with respect to each other 
within a dosage range, the controlled release aspect of the preparation assisting in 
maintaining a serum level below that which would suppress both Thl and Th2 
responses. 

69. The controlled release compound of claim 68 wherein the compound comprises a 
nucleoside according to at least one of Formulas 1, 1A, IB, 1C, ID, IE or IF. 

70. The controlled release preparation of claim 68 wherein the compound comprises a 
nucleoside according to at least one of Formulas 2, 3, 4 or 5. 

71 . The controlled release preparation of claim 68 wherein the compound comprises 
Ribavirin. 

72. The controlled release preparation of claim 68 wherein the compound comprises an 
interferon. 

73. The controlled release preparation according to any of claims 68 - 73 wherein the 
patient maintains a serum level of between about 2 ^iM and about 5 \xM of the 
compound. 

74. The controlled release preparation according to any of claims 68 - 73 wherein the 
preparation has an in vitro dissolution rate when measured by the USP Paddle 
Method at 100 rpm at 900 ml aqueous buffer (pH between 1 .6 and 7.2) between 
about 15% and 40% by weight of the compound after 1 hour, between about 30% 
and about 50% by weight of the compound after 2 hours, about 50% and 70% by 
weight of the compound after 4 hours, between about 60% and about 80% by weight 
of the compound after 6 hours. 
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